AMENDMENTS TO THE CLAIMS 

1 . (Currently Amended) The method of claim 157, wherein said A nucleic acid 
that i s a non naturally occurring nucl e ic acid with a m e lting t e mp e ratur e that is at least 
3°C higher than that of th e corr e sppnding control nucleic acid with 2 1 deoxynucl e otid e s; 
wh e r e in said nucl e ic acid is capabl e of hybridizing to a first r e gion within a first e xon of 
a targ e t nucl e ic acid and to a second r e gion within a s e cond exon of said targ e t nucl e ic 
acid that is adjac e nt to said first e xon is the nucleic acid (i) . 

2. (Currently Amended) The method of claim 157, wherein said A nucleic acid 
that i s a non naturally occurring nucl e ic acid with a melting t e mp e rature that is at l e ast 
3°C high e r than that of th e corr e sponding control nucl e ic acid with 2' - d e oxynucl e otid e s; 
wh e r e in said nucl e ic acid is capabl e of hybridizing to a first region within an e xon of a 
targ e t nucl e ic acid and to a s e cond r e gion within an intron of said target nucl e ic acid that 
is adjac e nt to s aid e xon is the nucleic acid (ii) . 

3. (Currently Amended) The method of claim 157, wherein said A nucleic acid 
that is a non naturally occurring nucl e ic acid with a m e lting t e mp e ratur e that is at least 
3°C high e r than that of the corr e sponding control nucl e ic acid with 2 f - d e oxynucl e otid e s; 
wher e in said nucl e ic acid is capabl e of hybridizing to a first r e gion within a first intron of 
a targ e t nucleic acid and to a s e cond r e gion within a s e cond intron of said targ e t nucl e ic 
acid that is adjac e nt to said first intron is the nucleic acid (Hi) . 

4. (Currently Amended) The method of claim 157, wherein said A nucleic acid 
that is a non - naturally occurring nucl e ic acid with a captur e e ffici e ncy that is at l e ast 10% 
gr e ater than that of a corr e sponding control nucl e ic acid with 2' d e oxynucl e otides at the 
t e mp e ratur e e qual to th e m e lting t e mp e ratur e of said nucl e ic acid; wh e r e in said nucl e ic 
acid is capable of hybridizing to a first r e gion within a first e xon of a targ e t nucleic acid 
and to a second r e gion within a s e cond e xon of said targ e t nucleic acid that i s adjac e nt to 
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said first e xon is the nucleic acid (iv) . 

5. (Currently Amended) The method of claim 157, wherein said A nucleic acid 
that is a non - naturally occurring nucl e ic acid with a capture e fficiency that is at l e ast 10% 
gr e at e r than that of a corr e sponding control nucl e ic acid with T deoxynucl e otid e s at th e 
t e mp e ratur e e qual to th e m e lting t e mperatur e of said nucleic acid; wh e r e in said nucl e ic 
acid is capabl e of hybridizing to a first r e gion within an e xon of a target nucl e ic acid and 
to a s e cond r e gion within an intron of said target nucl e ic acid that is adjac e nt to said exon 
is the nucleic acid (v) . 

6. (Currently Amended) The method of claim 157, wherein said A nucleic acid 
that is a non naturally occurring nucl e ic acid with a captur e e ffici e ncy that is at l e ast 10% 
gr e at e r than that of a corr e sponding control nucl e ic acid with T d e oxynucl e otid es at th e 
t e mp e ratur e e qual to th e m e lting temp e ratur e of said nucl e ic acid; wh e r e in said nucleic 
acid is capabl e of hybridizing to a first r e gion within a first intron of a targ e t nucleic acid 
and to a s e cond r e gion within a s e cond intron of said targ e t nucl e ic acid that is adjac e nt to 
said first intron is the nucleic acid (vi) . 

7. (Currently Amended) The method of claim 157, wherein said A nucleic acid 
that is an LNA capabl e of hybridizing to a first r e gion within a first e xon of a targ e t 
nucl e ic acid and to a s e cond r e gion within a s e cond e xon of said targ e t nucl e ic acid that is 
adjac e nt to said first e xon is the nucleic acid (vii) . 

8. (Currently Amended) The method of claim 157, wherein said A nucleic acid 
that is an LNA capabl e of hybridizing to a first r e gion within an e xon of a targ e t nucl e ic 
acid and to a s e cond r e gion within an intron of said targ e t nucl e ic acid that is adjac e nt to 
said e xon is the nucleic acid (viii) . 

9. (Currently Amended) The method of claim 157, wherein said A nucleic acid 
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that is an LNA capable of hybridizing to a first region within a first intron of a target 
nucleic aoid and to a s e cond r e gion within a s e cond intron of said targ e t nucl e ic aoid that 
is adjac e nt to said first intron is the nucleic acid (ix) . 

10. (Currently Amended) The method n ucl e ic acid of any one of claims 1-9, 
wherein in said nucleic acid the length of said first region and the length of said second 
region are between 3 and 50 nucleotides, inclusive. 

11. (Currently Amended) The nucl e ic acid method of claim 10, wherein the 
length of said first region and the length of said second region are between 10 and 40 
nucleotides, inclusive. 

12. (Currently Amended) The nucl e ic acid method of claim 11, wherein the 
length of said first region and the length of said second region are between 20 and 30 
nucleotides, inclusive. 

13. (Currently Amended) The method n ucleic acid of any one of claims 1-9, 
wherein in said nucleic acid said first region and said second region are the same length. 

14. (Currently Amended) The method nucl e ic acid of any one of claims 1-9, 
wherein in said nucleic acid said first region and said second region are a different length. 

15. (Currently Amended) The method of claim 157, wherein said A population ef 
nucl e ic acids that includes a nucl e ic acid of any on e of claims 1 - 1 4 is the population of 

(x). 

16. (Currently Amended) The method of claim 157. wherein said A population ef 
nucl e ic acids that includes a non naturally occurring nucleic acid with a m e lting 
t e mperatur e that is at l e ast 3°C high e r than that of th e corr e sponding control nucl e ic acid 
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with 2 > - d e oxynuol e otid e s; wh e r e in said nucleic aoid is oapablo of hybridizing to only ono 
exon or to only on e intron of a target nucl e ic acid is the population of (xp . 

17. (Currently Amended) The method of claim 157. wherein said A population ef 
nucl e ic acids that includ e s a non naturally occurring nucl e ic acid with a captur e 
e ffici e ncy that is at l e ast 10% gr e ater than that of a corr e sponding control nucleic acid 
with 2 f d e oxynucleotid e s at th e temperatur e e qual to th e melting t e mperatur e of said 
nucl e ic acid; wh e rein said nucl e ic acid is capabl e of hybridizing to only on e e xon or to 
only on e intron of a targ e t nucl e ic acid is the population of (xii) . 

1 8. (Currently Amended) The method of claim 157, wherein said A population ef 
nucl e ic acids that includes a nucl e ic acid that is an LNA capabl e of hybridizing to only 
on e e xon or to only one intron of a targ e t nucl e ic acid is the population of (xiii) . 

1 9 . (Currently Amended) The method of claim 157, wherein said nucleic acid 
A nucleic acid of any on e of claims 1 - 9 that is a non-naturally occurring nucleic acid with 
a melting temperature that is at least 3°C higher than that of the corresponding control 
nucleic acid with 2 , -deoxynucleotides; wherein said nucleic acid is capable of hybridizing 
to only one exon or to only one intron of a target nucleic acid. 

20. (Currently Amended) The method of claim 157, wherein said nucleic acid A 
nucl e ic acid of any on e of claims 1 9 that is a non-naturally-occurring nucleic acid with a 
capture efficiency that is at least 10% greater than that of a corresponding control nucleic 
acid with 2-deoxynucleotides at the temperature equal to the melting temperature of said 
nucleic acid; wherein said nucleic acid is capable of hybridizing to only one exon or to 
only one intron of a target nucleic acid. 
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2 1 . (Currently Amended) The method of claim 157, wherein said nucleic acid A 
nucl e ic acid of any on e of claims 1 9 that comprises an LNA capable of hybridizing to 
only one exon or to only one intron of a target nucleic acid. 

22. (Currently Amended) The method population of any one of claims 15-18, 
wherein said nucleic acid is between 15 and 150 nucleotides in length, inclusive. 

23. (Currently Amended) The method population of claim 22, wherein said 
nucleic acid is between 5 and 100 nucleotides in length, inclusive. 

24. (Currently Amended) The method population of claim 23, wherein said 
nucleic acid is between 20 and 80 nucleotides in length, inclusive. 

25. (Currently Amended) The method population of claim 24, wherein said 
nucleic acid is between 30 and 60 nucleotides in length, inclusive. 

26. (Currently Amended) The method population of claim 25, wherein said 
nucleic acid is 40 nucleotides in length. 

27. (Currently Amended) The method population of claim 25, wherein said 
nucleic acid is 50 nucleotides in length. 

28. (Currently Amended) The method of claim 157 nucl e ic acid of any on e of 
claims 1 9 and 19 21 wherein said nucleic acid is between 8 and 70 nucleotides in length. 

29. (Currently Amended) The method of claim 157 nucl e ic acid of any one of 
claims 1 - 9 and 19 - 21 wherein said nucleic acid is between 9 and 50 nucleotides in length. 
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30. (Currently Amended) The method of claim 157 nucl e ic acid of any ono of 
claims 1 9 and 19 - 21 wherein said nucleic acid is between 12 and 40 nucleotides in 
length. 

3 1 . (Currently Amended) The method of claim 157 nucleic acid of any on e of 
claims 1 9 and 19 - 21 wherein said nucleic acid is between 15 and 35 nucleotides in 
length. 

32. (Currently Amended) The method population of any one of claims 15-18, 
wherein at least 5% of the nucleotides in said nucleic acid are LNA units. 

33. (Currently Amended) The method population of claim 32, wherein at least 
10% of the nucleotides in said nucleic acid are LNA units. 

34. (Currently Amended) The method population of claim 32, wherein at least 
20% of the nucleotides in said nucleic acid are LNA units. 

35. (Currently Amended) The method population of any one of claims 15-18, 
wherein every second nucleotide in said nucleic acid is an LNA unit. 

36. (Currently Amended) The method population of any one of claims 15-18, 
wherein every third nucleotide in said nucleic acid is an LNA unit. 

37. (Currently Amended) The method population of any one of claims 15-18, 
wherein every fourth nucleotide in said nucleic acid is an LNA unit. 

38. (Currently Amended) The method population of any one of claims 15-18, 
wherein every fifth nucleotide in said nucleic acid is an LNA unit. 
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39. (Currently Amended) The method population of any one of claims 15-18, 
wherein every sixth nucleotide in said nucleic acid is an LNA unit. 

40. (Currently Amended) The method population of any one of claims 15-18, 
wherein (i) every second and every third nucleotide, (ii) every second and every fourth 
nucleotide, (iii) every second and every fifth nucleotide, (iv) every second and every 
sixth nucleotide, (v) every third and every fourth nucleotide, (vi) every third and every 
fifth nucleotide, (vii) every third and every sixth nucleotide, (viii) every fourth and every 
fifth nucleotide, (k) every fourth and every sixth nucleotide, and/or (x) every fifth and 
every sixth nucleotide in said nucleic acid is an LNA unit. 

41 . (Currently Amended) The method population of claim 40, wherein every 
second, every third, and every fourth nucleotide in said nucleic acid is an LNA unit. 

42. (Currently Amended) The method population of any one of claims 15-18, 
wherein said nucleic acid comprises two or more contiguous LNA units. 

43. (Currently Amended) The method population of claim 42, wherein said 
nucleic acid comprises at least 4 contiguous LNA units. 

44. (Currently Amended) The method population of claim 42, wherein said 
nucleic acid comprises at least 5 contiguous LNA units. 

45. (Currently Amended) The method population of claim 42, wherein the 
number of contiguous LNA units is between 5 and 20% of the total length of said nucleic 
acid. 
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46. (Currently Amended) The method population of claim 45, wherein the 
number of contiguous LNA units is between 10 and 15% of the total length of said 
nucleic acid. 

47. (Currently Amended) The method population of claim 42 , wherein at least 
one LNA unit in said nucleic acid is capable of hybridizing to a first region within a first 
exon of a target nucleic acid and at least one LNA unit in said nucleic acid is capable of 
hybridizing to a second region within a second exon of said target nucleic acid that is 
adjacent to said first exon. 

48. (Currently Amended) The method population of claim 47, wherein at least 
two LNA units in said nucleic acid hybridize to a first region within a first exon of a 
target nucleic acid and at least two LNA units in said nucleic acid hybridize to a second 
region within a second exon of said target nucleic acid that is adjacent to said first exon. 

49. (Currently Amended) The method population of claim 48, wherein at least 
three LNA units in said nucleic acid hybridize to a first region within a first exon of a 
target nucleic acid and at least three LNA units in said nucleic acid hybridize to a second 
region within a second exon of said target nucleic acid that is adjacent to said first exon. 

50. (Currently Amended) The method population of any one of claims 15-18, 
wherein the 5* terminal nucleotide of said nucleic acid is not an LNA unit. 

5 1 . (Currently Amended) The method population of any one of claims 15-18, 
wherein the 5' terminal nucleotide of said nucleic acid is an LNA unit. 

52. (Currently Amended) The method population of any one of claims 15-18, 
wherein the 3' terminal nucleotide of said nucleic acid is not an LNA unit. 
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53 . (Currently Amended) The method population of any one of claims 15-18, 
wherein said nucleic acid can distinguish between different nucleic acids that cannot be 
distinguished using a naturally-occurring control nucleic acid. 

54. (Currently Amended) The method population of claim 53, wherein said 
control nucleic acid consists of only 2 f -deoxynucleotides. 

55. (Currently Amended) The method population of claim 53, wherein said 
different nucleic acids are mRNA splice variants. 

56. (Currently Amended) The method population of any one of claims 15-18, 
wherein said nucleic acid comprises one or more universal bases. 

57. (Currently Amended) The method population of claim 56, wherein said 
universal base is located at the 5 f or 3' terminus of said nucleic acid. 

58. (Currently Amended) The method population of claim 56, wherein one or 
more universal base are located at the 5 f and 3' termini of said nucleic acid. 

59. (Currently Amended) The method population of claim 56, wherein all of said 
nucleic acids of said population have the same number of universal bases. 

60. (Currently Amended) The method population of claim 56, wherein said 
universal base is inosine, pyrene, 3-nitropyrrole, or 5-nitroindole. 

6 1 . (Currently Amended) The method population of any one of claims 15-18, 
wherein said nucleic acid comprises at least one LNA A or LNA T. 
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62. (Currently Amended) The method population of any one of claims 15-18, 
wherein each nucleic acid in said population comprises at least one LNA A or LNA T. 

63. (Currently Amended) The method population of claim 61 , wherein all of the 
adenine and thymine-containing nucleotides in said LNA are LNA A and LNA T, 
respectively. 

64. (Currently Amended) The method population of any one of claims 15-18, 
wherein said nucleic acid comprises a at least one 2,6,-diaminopurine or 2-thio-thymine 
base. 

65. (Currently Amended) The method population of any one of claims 15-18, 
wherein at least 5% of the nucleic acids in said population are LNA. 

66. (Currently Amended) The method population of any one of claims 15-18, 
wherein at least 10% of the nucleic acid in said population are LNA. 

67. (Currently Amended) The method population of any one of claims 15-18, 
that includes nucleic acids that together hybridize to at least 10% of the nucleic acids 
expressed by a particular cell or tissue. 

68. (Currently Amended) The method population of claim 67, that includes 
nucleic acids that together hybridize to at least 50% of the exons of a target nucleic acid. 

69. (Currently Amended) The method population of any one of claims 15-18, 
wherein said nucleic acid does not form a hairpin that would otherwise inhibit its binding 
to a target nucleic acid. 
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70. (Currently Amended) The method population of any one of claims 15-18, 
wherein opposing nucleotides in a palindrome pair or opposing nucleotides in inverted 
repeats of said nucleic acid are not both LNA units. 

71 . (Currently Amended) The method population of any one of claims 15-18, 
wherein said nucleic acid forms less than 3 intramolecular base-pairs. 

72. (Currently Amended) The method population of any one of claims 15-18, 
wherein said nucleic acid does not have LNA-5-nitroindole: LNA-5-nitroindole 
intramolecular base-pairs. 

73. (Currently Amended) The method population of any one of claims 15-18, 
wherein said nucleic acid has a LNA unit with a 2,6,-diaminopurine, 2-aminopurine, 2- 
thio-thymine, 2-thio-uracil, inosine, or hypoxanthine base. 

74. (Currently Amended) The method population of any one of claims 15-18, 
wherein said nucleic acid has a 2 f O, 4'C-methylene linkage. 

75 . (Currently Amended) The method population of any one of claims 15-18, 
wherein one or more nucleic acids are LNA/DNA, LNA/RNA, or LNA/DNA/RNA 
chimeras. 

76. (Currently Amended) The method population of any one of claims 15-18, 
wherein said nucleic acid has a melting temperature that is at least 10°C higher than that 
of the corresponding control nucleic acid with 2'-deoxynucleotides. 

77. (Currently Amended) The method population of claim 76, wherein said 
nucleic acid has a melting temperature that is at least 20°C higher than that of the 
corresponding control nucleic acid with 2'-deoxynucleotides. 
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78. (Currently Amended) The method population of any one of claims 15-18, 
wherein said nucleic acid has a capture efficiency that is at least 100% greater than that of 
the corresponding control nucleic acid with 2 -deoxynucleotides at the temperature equal 
to the melting temperature of said nucleic acid. 

79. (Currently Amended) The method population of claim 78, wherein said 
nucleic acid has a capture efficiency that is at least 400% greater than that of the 
corresponding control nucleic acid with 2'-deoxynucleotides at the temperature equal to 
the melting temperature of said nucleic acid. 

80. (Currently Amended) The method population of any one of claims 15-18, 
wherein said nucleic acids are covalently bonded to a solid support. 

81 . (Currently Amended) The method population of claim 80, wherein said 
nucleic acids are in a predefined arrangement. 

82. (Currently Amended) The method population of any one of claims 15-18, 
comprising at least 10 different nucleic acids. 

83. (Currently Amended) The method population of claims 82, comprising at 
least 100 different nucleic acids. 

84. (Currently Amended) The method population of claim 83, comprising at least 
500 different nucleic acids. 

85. (Currently Amended) The method population of claim 84, comprising at least 
1,000 different nucleic acids. 
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86. (Currently Amended) The method population of claim 85, comprising at least 
5,000 different nucleic acids. 


87. - 156. (Cancelled) 


157. (Currently Amended) A method inhibiting specific gene expression, said 
method comprising the steps of contacting U se-ef a nucleic acid of any on e of claims 1 - 9 
that is 

(i) a non-naturallv-occurring nucleic acid with a melting temperature that is at least 3°C 
higher than that of the corresponding control nucleic acid with 2-deoxynucleotides; 
wherein said nucleic acid is capable of hybridizing to a first region within a first exon of 
a target nucleic acid and to a second region within a second exon of said target nucleic 
acid that is adjacent to said first exon; 

(ii) a non-naturally-occurring nucleic acid with a melting temperature that is at least 3°C 
higher than that of the corresponding control nucleic acid with 2 l -deoxynucleotides; 
wherein said nucleic acid is capable of hybridizing to a first region within an exon of a 
target nucleic acid and to a second region within an intron of said target nucleic acid that 
is adjacent to said exon; 

(iii) a non-naturallv-occurring nucleic acid with a melting temperature that is at least 3°C 
higher than that of the corresponding control nucleic acid with 2 t -deoxvnucleotides; 
wherein said nucleic acid is capable of hybridizing to a first region within a first intron of 
a target nucleic acid and to a second region within a second intron of said target nucleic 
acid that is adjacent to said first intron; 

(iv) a non-naturally-occurring nucleic acid with a capture efficiency that is at least 10% 
greater than that of a corresponding control nucleic acid with 2 ? -deoxynucleotides at the 
temperature equal to the melting temperature of said nucleic acid; wherein said nucleic 
acid is capable of hybridizing to a first region within a first exon of a target nucleic acid 
and to a second region within a second exon of said target nucleic acid that is adjacent to 
said first exon; 
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(V) a non-naturallv-occurring nucleic acid with a capture efficiency that is at least 10% 
greater than that of a corresponding control nucleic acid with 2 , -deoxynucleotides at the 
temperature equal to the melting temperature of said nucleic acid; wherein said nucleic 
acid is capable of hybridizing to a first region within an exon of a target nucleic acid and 
to a second region within an intron of said target nucleic acid that is adjacent to said 
exon; 

(vi) a non-naturally-occurring nucleic acid with a capture efficiency that is at least 10% 
greater than that of a corresponding control nucleic acid with 2 f -deoxynucleotides at the 
temperature equal to the melting temperature of said nucleic acid; wherein said nucleic 
acid is capable of hybridizing to a first region within a first intron of a target nucleic acid 
and to a second region within a second intron of said target nucleic acid that is adjacent to 
said first intron; 

(vii) an LNA capable of hybridizing to a first region within a first exon of a target nucleic 
acid and to a second region within a second exon of said target nucleic acid that is 
adjacent to said first exon; 

(viii) an LNA capable of hybridizing to a first region within an exon of a target nucleic 
acid and to a second region within an intron of said target nucleic acid that is adjacent to 
said exon; 

(ix) an LNA capable of hybridizing to a first region within a first intron of a target 
nucleic acid and to a second region within a second intron of said target nucleic acid that 
is adjacent to said first intron; 

or 19 21 or a population of nucleic acids of any on e of claim s 15 - 18 that is: 

(x) a population of nucleic acid of (i) - fix); 

(xi) a population of nucleic acids that includes a non-naturally-occurring nucleic acid 
with a melting temperature that is at least 3°C higher than that of the corresponding 
control nucleic acid with 2 t -deoxynucleotides; wherein said nucleic acid is capable of 
hybridizing to only one exon or to only one intron of a target nucleic acid; 

Qrii) a population of nucleic acids that includes a non-naturally-occurring nucleic acid 
with a capture efficiency that is at least 10% greater than that of a corresponding control 
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nucleic acid with 2'-deoxvnucleotides at the temperature equal to the melting temperature 
of said nucleic acid; wherein said nucleic acid is capable of hybridizing to only one exon 
or to only one intron of a target nucleic acid; or 

(xiii) a population of nucleic acids that includes a nucleic acid that is an LNA capable of 
hybridizing to only one exon or to only one intron of a target nucleic acid; 
with a cell, wherein said nucleic acid or population of nucleic acids is of an amount 
sufficient to attenuate expression of a target nucleic acid as an antis e ns e , antig e n e or 
ribozym e or double strand e d nucl e ic acid th e rap e utic ag e nt, or in th e rapeutic u se as 
modulating and s il e ncing s e nse nucl e ic acid ag e nts . 

158. (Currently Amended) The method of claim 157, wherein Us e of a nucleic 
acid of any on e of claim s 1 - 9 or 19 - 21 or a population of nucl e ic acids of any on e of claims 
15 - 18 as an antis e ns e , antig e n e or ribozym e or doubl e s trand e d nucl e ic acid th e rap e utic 
agent, in which th e said nucleic acid or population of nucleic acids hybridizes to specific 
splice isofoms or isoforms. 

1 59. (Currently Amended) The method of claim 157, wherein Us e of a nucl e ic 
acid or a population of nucleic acids of any one of claims 1 - 9 or 19 - 21 or of claims 15 - 18 as 
an antis e ns e , antig e n e or ribozym e or doubl e strand e d nucl e ic acid th e rap e utic ag e nt, in 
which th e said nucleic acid or population of nucleic acids hybridizes to a non-coding 
antisense RNA or RNAs. 

160. - 184. (Cancelled) 

185. (New) The method of claim 157, wherein said cell is in a mammal. 
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